Introduction
In 1874 Sir James Paget described fifteen patients in whom the nipple and the surrounding skin of the breast was diseased and who, within 2 years, had developed a clinically recognizable ipsilateral breast carcinoma. The breast is an exocrine gland of the apocrine type and since that time an identical disease process has been found to affect apocrine glands at other sites. These include those situated in the skin of the axilla, the lower eyelid (Glands of Moll), the external genitalia and the perianal region (Glands of Gay).
During the last 50 years only four patients at St Mark's Hospital have been diagnosed as having Paget's disease of the perianal skin. The purpose of *Reprint requests: Surgical Unit, Westminster Hospital, London. this paper is to describe their clinical history and pathology, and to draw attention to this rare condition which should be considered in the differential diagnosis of perianal disorders.
Case reports Case I Mr W.R. presented in 1959, aged 64, with a 5-month history of perianal soreness and irritation together with mucoid discharge. Examination showed a raw hyperaemic area 2 cm in diameter to the right of the anus. Rectal examination and sigmoidoscopy were otherwise normal and no inguinal lymph nodes were palpable. Biopsy showed the appearance of Paget's disease and local excision of the diseased skin was performed. In 1961 an adenoma was removed from the lower rectum and in 1963 his symptom of perianal soreness returned. Biopsy again showed that this was due to Paget's disease. No further treatment was undertaken at this time but he was kept under regular review. In 1967 two areas of induration were noted in the diseased skin which now extended into the lower anal canal for 1 cm and around the anus for 7.5 cm. Further biopsies were performed, these again showed the changes of Paget' (Fig. 1 ). This resulted in her perianal soreness becoming very severe. In March 1968 a wide excision of the perineal skin was performed with a 2 cm margin of apparently normal skin except in the region of the posterior vulva and lower anal canal. The area was covered with a split skin graft and a loop colostomy constructed in the left iliac fossa. The pathology suggested that the excision was complete even in the parts where the margin was small and in the sections taken there were no signs of invasive carcinoma. The colostomy was closed after 4 months, by which time the perianal skin had completely re-epithelialized.
She remained well until at follow-up in July 1970 a palpable hard lymph node was found in each inguinal region. There was no hepatomegaly and there was no sign of recurrent disease in the perianal region. Biopsy of each lymph node showed invasion by metastatic squamous carcinoma. In September 1970, bilateral block dissections of the superficial and deep inguinal lymph nodes were performed. On the right no further lymph nodes were involved but on the left five out of six lymph nodes sectioned, including the highest, were invaded by carcinoma. In August 1971 she developed a prevascular hernia which was repaired. At the same time she was found to have a carcinoma of the vulva and also a fixed pelvic mass which was considered to be the same neoplastic process. She was referred for radiotherapy but, despite some palliation of her Mr W.B. presented in November 1968, aged 76, with a 9-month history of perianal irritation and discomfort, pain on defaecation and increasing constipation. Examination showed two well demarcated areas of diseased perianal skin. The areas were soft and their surface varied in colour (Fig. 2) . Rectal examination and sigmoidoscopy were otherwise normal and there were no palpable inguinal nodes. Biopsy showed the appearance of Paget's disease, and a barium enema showed extensive diverticular disease of the descending colon. At the time of presentation he was undergoing radiotherapy and oral cytotoxic treatment for a large squamous carcinoma of the nasopharynx with right cervical node metastases. Symptomatic treatment with hydrocortisone cream was therefore prescribed for the anal lesion. In June 1970 he was noted to have a small basal cell epithelioma of the right upper eyelid. He remained well until April 1971, when he complained of frequent loose bowel actions and the inability to pass urine. On examination he was found to have a fixed mass in the pelvis which encircled the rectum. At laparotomy the pelvic mass was found to FIG 2 (W B Mrs M.G. presented in September 1974, aged 85, with a 4-month history of perianal soreness together with a perianal lump which was increasing in size. Examination showed a raised red ulcerating area extending bilaterally from behind the anus to the urethra, measuring 11 x 5 cm. There was a thickened area in the posterior anal canal below the dentate line and an extension into the vagina. Sigmoidoscopy was normal and there were no palpable inguinal lymph nodes. Three biopsies of the area were performed and these showed the appearances of Paget's disease. In some areas there was underlying mucinous carcinoma.
A temporary transverse loop colostomy was performed and she subsequently underwent a course of neutron irradiation of 1440 rad in 12 fractions over 26 days to the involved area given by Dr Mary Catterall at the Hammersmith Hospital. There was considerable regression of the lesion and in April 1975 there was no evidence of recurrence. The colostomy was closed, in August 1976 she remains well.
Discussion
Paget's disease of the anogenital area was first described by Darier and Coulillaud in 1893 and is now a well recognized condition. The largest recorded series is that of Helwig and Graham (1963) , who described 14 patients with perianal disease. As in Paget's disease of the breast, the perianal condition affects the elderly. The four patients presented in this study were over 55 years of age. There is no predilection for either sex and there are no known causative factors. A familial case of Paget's disease of the scrotum in father and son has been recorded by Kuehn, Tennant and Brenneman (1973) .
All the patients presented with a short history of common anal symptoms. The four patients had perianal soreness and pruritus. Other symptoms included anal pain, mucoid discharge and difficulty with defaecation. On examination the macroscopic perianal lesion appears as an elevated area which is usually erythematous but may be whitish-grey in colour. The surface may be crusted, scaly, ulcerated or papillary. On palpation the involved skin is usually soft and the presence of induration suggests malignant invasion. In all patients the inguinal nodes and abdomen should be examined to exclude secondary neoplastic disease. Digital rectal examination and sigmoidoscopy should also be done primarily to assess the intra-anal extent of the disease. This also allows the possibility of a concomitant adenocarcinoma of the rectum to be excluded as downward spread may be confused with Paget's disease.
If the condition is suspected clinically, a biopsy must be taken to confirm the diagnosis. It is interesting to note that in Helwig and Graham's series, only two patients were correctly diagnosed before biopsy. Conditions which may be confused with Paget's disease include leukoplakia, Bowen's disease, condylomata acuminata, squamous cell carcinoma, dermatitis, lichen planus and, as previously mentioned, downward spread ofa rectal adenocarcinoma.
The diagnosis of Paget's disease was established by histology in all four patients. The specimens examined included both biopsies and wide local excision specimens as indicated in Table 1 . Paget cells were an important feature in all the material examined. These are large, faintly basophilic or vacuolated cells situated at the dermo-epidermal junction (Fig. 3) . The cytoplasm stains with Alcian blue and with the periodic acid Schiff (diastase resistant) reaction. The nuclei are vesicular and either central or compressed at the periphery. There is little mitotic activity. In association with Paget cells there are variable degrees of hyperkeratosis and acanthosis. The superficial dermis shows a chronic inflammatory infiltrate with vascular dilatation and engorgement.
While involved epidermis often extends in continuity to the ducts of the adnexal glands, involvement of the glands themselves with Paget cells is a late manifestation. This was the case in two of the patients (W.R., A.F.).
Three of the four patients developed carcinoma in association with extramammary Paget's disease. In two of these patients, the carcinoma commenced in the perineal region; one, a squamous carcinoma of the vulva (A.F.) and the other a mucinous carcinoma of the perianal region (M.G. (Evans, 1966) rather than metaplastic; thus Paget's disease of the nipple is a malignant rather than a pre-malignant condition. The association of mammary Paget's disease with an underlying breast carcinoma is regarded as virtually invariable.
If one then considers the striking microscopic similarity between the breast and the other apocrine glands, it is not surprising that Paget's disease has been described in both breast and other apocrine gland areas, such as the perianal region. Likewise, the relationship between perianal Paget's disease and carcinoma is striking. Helwig and Graham found this association in twelve of fourteen patients and Arminski and Pollard (1973) in twenty-five of thirty-two patients. Three of the four patients in the present study developed carcinoma, the fourth patient had several local recurrences of Paget's disease over an 8-year period.
The treatment of perianal Paget's disease is by wide local excision of the affected area with a margin of histologically normal skin (Linder and Myers, 1970) . This may be curative, but careful follow-up is essential as further disease or a carcinoma may develop at any time. If this occurs then more radical treatment such as excision of the rectum may be necessary. Conventional radiotherapy, curettage and topical applications are of no curative value but may be employed as palliative measures where radical surgery is contraindicated owing to the patient's age or general condition. It is to be hoped that irradiation with neutrons may offer a better chance of cure without submitting patients to a permanent colostomy.
The prognosis must be guarded. Two of the four patients presented here have died from related malignancy. A third patient has been shown to have extensive carcinoma of the perineum but has had initial encouraging results with neutron therapy and 22 months after diagnosis, is clinically well. Of the twelve cases which developed malignancy in the series of Helwig and Graham, nine had already died when the series was recorded. Potter (1967) found that once the disease had changed to a frank neoplasm, most patients were dead within 18 months. The reason for the large number of associated carcinoma with disease of the perianal area is unknown but it emphasizes the malignant nature of the condition and the necessity for its early treatment by radical excision.
